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Abstract
Background: Several acute illness severity scores have been proposed for evaluating patients on
admission to intensive care units but these have not been compared for patients with nosocomial
bloodstream infection (nBSI). We compared three severity of illness scoring systems for predicting
mortality in patients with nBSI due to Pseudomonas aeruginosa.
Methods: We performed a historical cohort study on 63 adults in intensive care units with P.
aeruginosa monomicrobial nBSI.
Results: The Acute Physiology, Age, Chronic Health Evaluation II (APACHE II), Sequential Organ
Failure Assessment (SOFA), and Simplified Acute Physiologic Score (SAPS II), were calculated daily
from 2 days prior through 2 days after the first positive blood culture. Calculation of the area under
the receiver operating characteristic (ROC) curve confirmed that APACHE II and SAPS II at day -
1 and SOFA at day +1 were better predictors of outcome than days -2, 0 and day 2 of BSI. By
stepwise logistic regression analysis of these three scoring systems, SAPS II (OR: 13.03, CI95%
2.51–70.49) and APACHE II (OR: 12.51, CI95% 3.12–50.09) on day -1 were the best predictors for
mortality.
Conclusion: SAPS II and APACHE II are more accurate than the SOFA score for predicting
mortality in this group of patients at day -1 of BSI.
Background
Pseudomonas aeruginosa has the highest crude mortality
(39%) among bacteria causing nosocomial BSI [1]. Some
small studies have evaluated the effect of hospital patho-
gens in relation to clinical outcome [2,3]. However, there
is no consensus regarding the best scoring system for eval-
uating prognosis in BSI.
Since the development of the APACHE (Acute Physiolog-
ical and Chronic Health Evaluation) II score [4], many
studies of infectious diseases have used this scoring sys-
tem to characterize the patient's severity of illness [2,3,5].
Several acute illness severity scores have been proposed
for evaluating patients on admission to intensive care
units, but these have not been compared for patients with
nosocomial bloodstream infection (nBSI).
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The prognostic value of the APACHE II score [4] at admis-
sion to the intensive care unit has been demonstrated.
However, it has been shown that progression to organ
dysfunction in patients with P. aeruginosa infection is an
ominous sign [5]. The Simplified Acute Physiology Score
(SAPS II) was also developed to be used on admission to
the intensive care unit [6]. Another scoring system, the
Sequential Organ Failure Assessment (SOFA) score,
assesses the incidence and severity of organ dysfunction in
critically ill patients [7]. Most studies of serious infectious
diseases use one of these scoring systems to assess illness
severity [8,9]. However, studies evaluating the outcome of
patients with P. aeruginosa BSI have relied on a single anal-
ysis of APACHE II to calculate mortality risk [10,11].
The purpose of our study was to compare three severity of
illness scoring systems for predicting mortality in ICU
patients with nBSI due to Pseudomonas aeruginosa.
Methods
Setting
The Virginia Commonwealth University Medical Center
(VCUMC) is an 820-bed tertiary care facility in Richmond,
Virginia. The hospital houses 9 intensive care units
(ICUs), including pediatric ICUs and a burn unit. Approx-
imately 30,000 patients are admitted annually.
Study design
Using the Surveillance and Control of Pathogens of Epide-
miological Importance (SCOPE) database of bloodstream
infections occurring at 49 U.S. hospitals [12], we identi-
fied all patients with a nosocomial BSI due to P. aeruginosa
at VCUMC from 1 January 1996 through 31 December
2003. Patients were considered to have had BSI due to P.
aeruginosa if ≥ 1 blood culture was positive for this organ-
ism. Only monomicrobial BSI in ICU patients were
included. Second episodes were excluded. Clinical data
were concurrently collected by infection control practi-
tioners using a standardized case report form. The data
that were collected routinely included age, gender, dura-
tion of hospitalization in the ICU prior to onset of BSI,
predisposing clinical conditions, and bloodstream patho-
gen. Sources of secondary BSI were identified by cultures
obtained from distant sites that yielded the same patho-
gen. Underlying disease was measured by the Charlson
weighted comorbidity index, dichotomized into scores of
<3 and ≥3 points. Adequate empiric antimicrobial treat-
ment was defined as therapy administered within 24
hours after blood culture samples were obtained that
included the administration of any antimicrobial agent to
which the P. aeruginosa was susceptible [13]. The single
exception to the definition was when a susceptible
aminoglycoside was used either alone or in conjunction
with another antimicrobial to which the organism was
resistant. The APACHE II, SOFA and SAPS II scores (Table
1) were calculated retrospectively from 2 days prior
through 2 days after the first positive blood culture. The
most abnormal value for each parameter in each 24-hour
period was recorded. For a single missing value (which
occurred sometimes for bilirubin concentrations), a
replacement was calculated using the mean value of the
result preceding, and the result after, the missing one.
When more than one consecutive result was missing, it
was considered a missing value in the analysis.
Microbiological methods
Blood cultures were processed at the VCUMC clinical lab-
oratory. Blood cultures (each consisting of aerobic and
anaerobic bottles) were processed using the BACTEC®
9240 blood culture system (Becton Dickinson, Sparks
MD). Identification of P. aeruginosa and antibiotic suscep-
tibility testing were performed by the Vitek method
(bioMérieux).
Table 1: Comparison of variables collected in APACHE II, SAPS 
II and SOFA scores.
Variables APACHE II SAPS II SOFA
Physiological values
Age, years X x
Temperature X x
Mean arterial pressure X
Systolic BP x
Vasopressor x
Heart rate X x
Respiratory rate X
Glasgow Coma Score (GCS) X x x
Urinary output (L/day) x x**
Laboratory parameters
Oxygenation A-aDO2 or PaO2 X
PaO2 x* x
Arterial pH X
Serum sodium X x
Serum potassium X x
Serum creatinine X x**
Serum urea level x
Hematocrit X
White blood count X x
Serum HCO3- (venous) only if no ABGs x
Bilirubin level x x
Platelets x
Chronic diseases/
comorbidities
Chronic diseases x
Chronic health points 
(APACHE II)/type of 
admission(SAPS II)
X x
APACHE II score ranges 0–71; SAPS II score ranges 0–146; SOFA 
score ranges 0–24.
x* If ventilated or continuous pulmonary arterial pressure.
x** Creatinine or urine output.
ABG – Arterial Blood Gas
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Statistical analysis
For continuous variables, mean values were compared
using two sample t-tests for independent samples. Differ-
ences in proportions were compared using a chi-square
test (χ2) or Fisher's Exact Test when appropriate. Mean val-
ues are reported ± 1 SD. A computation of the area under
a receiver operating characteristic (ROC) curve for
APACHE II, SAPS II and SOFA was performed at days -2, -
1, 0, 1 and 2 of BSI. The sensitivity, specificity, overall cor-
rectness of prediction, and positive and negative predic-
tive values for APACHE II, SAPS II and SOFA scores were
determined. The cut-off points for predicting in-hospital
mortality were identified as the score giving the best
Youden index (sensitivity + specificity - 1) for each scoring
system on the day with the best discriminating power. The
Youden index evaluates the diagnostic efficacy of a test. If
the index is equal to or less than 0, the diagnostic efficacy
of the test is poor. On the other hand, the closer it is to 1,
the higher is its diagnostic value. Odds ratios were calcu-
lated for variables associated with crude mortality. Ninety
five percent confidence intervals were calculated for all
odd ratios. Alpha was set at 0.05. To identify which of the
3 scales best predicted BSI outcome, three different multi-
variable logistic regression models were built. All statisti-
cal analyses were done using the Statistical Package for the
Social Sciences software (SPSS, Chicago, IL, USA).
Results
Study population and patient characteristics
During the study period, a total of 160 nosocomial P. aer-
uginosa BSIs were identified. Of these, 19 cases (11.9%)
were identified in pediatric patients (<18 years of age), 49
were polymicrobial BSI, and 15 cases were monomicro-
bial BSIs with incomplete medical records. Fourteen
patients had infections that were acquired outside the
intensive care unit (ICU) setting. The remaining 63 mon-
omicrobial episodes of BSI caused by P. aeruginosa in ICU
patients were included in the analysis.
Patients included in this study had a mean age of 56 ±
16.4 years (range 19 – 89 years). Sixty percent of patients
were male. The most frequent diagnoses responsible for
hospitalization were trauma (including burn) (27.0%),
gastrointestinal (23.8%), and solid and hematologic
malignancies (19.1%). Among the potential factors pre-
disposing to BSI, central intravascular devices were the
most frequent (88.9%). In 46 patients (73.0%) ventila-
tory support was needed prior to the onset of BSI, as was
hemodialysis in 12 (19.0%). The most frequent sources of
BSI were respiratory (31.7%) and central venous catheter
(20.6%). More than one-half of BSIs (55.6%) occurred
after 21 days of hospitalization. The mean day of BSI was
38 ± 47.9 (range 3 – 323 days). Appropriate empiric anti-
microbial therapy were begun within 24 hours in 52.4%.
Eighteen patients (28.6%) had a Charlson index ≥ 3. The
crude (overall, in hospital) mortality was 47.6%.
Microbiological features
Of the 63 P. aeruginosa isolates included in this study,
73.0% of BSI were caused by imipenem-susceptible P. aer-
uginosa and 27.0% by imipenem-resistant P. aeruginosa.
Mortality and severity of illness scoring systems
Median APACHE II, SAPS II and SOFA scores on the day
of BSI were 23, 46 and 7, respectively. Computation of the
area under the ROC curve (table 2) for APACHE II, SAPS
II and SOFA was performed at days -2, -1, 0, 1 and 2 of
BSI. The values for area under the ROC curve showed that
the three scores had good discriminative power in the pre-
diction of poor outcome. To evaluate the extent to which
the applied scoring systems were valid for predicting mor-
tality in patients with P. aeruginosa nBSI, the sensitivity,
specificity, overall correctness of prediction and positive
and negative predictive values were determined on the
day of greatest area under the curve (day -1 of BSI for
APACHE II and SAPS II, and at day +1 for SOFA). Table 3
shows the utility parameters calculated at the cut-off point
Table 2: Comparison between receiver operating characteristic 
(ROC) curves for APACHE II, SAPS II and SOFA scores at days -
2, -1, 0, 1 and 2 of P. aeruginosa BSI.
Area under the ROC curve
DAYS of BSI -2 -1 0 1 2
APACHE II 0.741 0.821 0.793 0.804 0.787
SAPS II 0.777 0.809 0.793 0.785 0.783
SOFA 0.718 0.762 0.743 0.806 0.783
Table 3: Prediction of subsequent hospital mortality determined on day with the best discriminating power for P. aeruginosa BSI.
Scoring 
system
Day with best 
discriminating 
power
Cut-off 
point*
Youden 
Index
Sensitivity (%) Specificity (%) Overall 
correctness
PPV (%) NPV (%)
APACHE II -1 22 0.579 70.0 87.9 26.0 84.0 76.3
SAPS II -1 33 0.509 93.3 57.6 34.0 66.7 90.5
SOFA +1 5 0.391 81.5 57.6 46.3 61.1 79.2
PPV = positive predictive value, NPV = negative predictive value, * = value giving the best Youden index.
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that gave the best Youden index. The best Youden index
and the highest positive predictive value were found for
the APACHE II score. SAPS II score had the best sensitivity
93.3%; however the best specificity value was found for
APACHE II score (87.9%). The best negative predictive
value (90.5%) was seen with the SAPS II score. As seen in
table 4, the multivariate analysis controlling for other
potential predictors of outcome was done for all the scor-
ing systems on the best discriminating day to identify the
best predictor for mortality. The SAPS II threshold score
was most predictive (OR: 13.03, CI95% 2.51–70.49), fol-
lowed by APACHE II (OR: 12.51, CI95% 3.12–50.09),
and SOFA (OR: 5.49, CI95% 1.56–19.30).
Discussion
Pseudomonas aeruginosa remains an important cause of BSI
and one of the principal pathogens responsible for severe
organ dysfunction. The present study compares the three
most useful severity of illness scoring systems applied in
studies of bloodstream infection. We decided to compare
APACHE II, SAPS II and SOFA on the day of bacteremia
and two days prior to positive blood culture through two
days afterwards in order to determine which scoring sys-
tem was most predictive for mortality.
The ability to assess a complex clinical condition such as
bloodstream infection, using relatively simple scores may
facilitate communication with regards to the severity of
the physiologic process. Our intention is to improve the
assessment of P. aeruginosa BSI so as to identify different
patterns of organ dysfunction, and thereby enhance our
understanding of the infectious process, as well as gaining
knowledge of a patient's prognosis. BSIs should not be
seen as static phenomena, but rather as a continuum of
alterations with changes in the patients' condition seen
daily. Many intrinsic variables are involved (e.g., underly-
ing diseases, age, and gender), but interventional variables
such as adequate initial antibiotic treatment [13], rapid
removal of catheters responsible for perpetuating the
infection [14], and optimization of hemodynamic status
with fluid resuscitation or vasopressors [15,16] may deter-
mine the evolution of this process. If we had calculated
the prognostic scores on our patients at the time of hospi-
tal admission, given that one half of the patients acquired
BSI after 21 days of hospitalization, the prediction of mor-
tality would likely be totally different and would not take
into account the impact of the nosocomial bloodstream
infection.
Many intensive care units receive trauma and surgical
patients and they are able to stratify acutely ill patients
prognostically with success by using APACHE II [4], SAPS
II [6] or SOFA scores [7]. However the proportion of
infected patients in these studies of scoring systems was
less than 30%. To our knowledge, until this point there
has been no study that compares the severity of illness
scoring systems for patients with nosocomial blood-
stream infection. In patients with P. aeruginosa BSI, calcu-
lation of the area under the ROC curve in our study
confirmed that assessing scores at day -1 was best for SAPS
II and APACHE II, while SOFA was best assessed on day
+1 of BSI. Multivariate analysis was performed to control
Table 4: Stepwise logistic regression analysis for each scoring systems with crude mortality at day with the best discriminating power 
for P. aeruginosa BSI.
Died (n = 30) Recovered (n = 33) Univariate analysis Multivariate analysis
VARIABLES AT DAY -1 N % N % OR CI 95% OR CI 95%
APACHE II >22 at day -1 21 84.0 4 16.0 16.92 4.59–62.37 12.51 3.12–50.09
Inadequate antibiotic therapy 16 53.3 14 46.7 1.26 0.75–2.11
Imipenem resistant P. aeruginosa 10 58.8 7 41.2 1.86 0.60–5.74
Charlson score ≥ 3 14 77.8 4 22.2 6.34 1.78–22.54 2.28 0.49–10.63
SAPS II >33 at day -1 28 66.7 14 33.3 19.00 3.87–93.36 13.03 2.51–70.49
Inadequate antibiotic therapy 16 53.3 14 46.7 1.26 0.75–2.11
Imipenem resistant P. aeruginosa 10 58.8 7 41.2 1.86 0.60–5.74
Charlson score ≥ 3 14 77.8 4 22.2 6.34 1.78–22.54 2.50 0.63–9.90
Died (n = 27) Recovered (n = 33) Univariate analysis Multivariate analysis
VARIABLES AT DAY +1 N % N % OR CI 95% OR CI 95%
SOFA > 5 at day + 1 22 61.1 14 38.9 5.97 1.81–19.66 5.49 1.56–19.30
Inadequate antibiotic therapy 14 50.0 14 50.0 0.68 0.25–1.90
Imipenem resistant P. aeruginosa 9 56.3 7 43.8 1.86 0.58–5.90
Charlson score ≥ 3 12 75.0 4 25.0 5.80 1.59–21.11 5.23 1.31–20.90
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for underlying disease using the Charlson weighted
comorbidity index. This confirmed that SAPS II and
APACHE II on day -1 were the best predictors for mortality
(Table 4).
In the APACHE II and SAPS II studies, calculations were
done only on the day of admission [4,6]. A previous
report showed that the APACHE II score at admission was
not useful as a prognostic factor, whereas the progression
of organ dysfunction after the onset of pneumonia due to
P. aeruginosa in intubated patients was predictive [5].
However, other studies showed increased APACHE II
scores as a risk factor for mortality [3,10]. On the other
hand, in the SOFA study the scores were calculated every
day [7]. Other studies comparing scoring systems in cir-
rhotic patients with renal failure found that the discrimi-
natory power of SOFA for predicting mortality was
superior to the other scoring systems [17].
The limitations of our study should be acknowledged.
First, we performed a retrospective study. Second, we
applied the APACHE II and SAPS II scores daily although
these scores were originally intended to be calculated after
the first 24 hours of ICU care. And lastly, it is a single
center study which limits its generalizability.
Conclusion
In conclusion, the crude mortality rate is high for P. aeru-
ginosa BSI. The data in this study demonstrate that SAPS II
and APACHE II are more accurate than SOFA scores for
predicting mortality in this group of patients. Retrospec-
tively calculating the APACHE II or SAPS II score on the
day preceding the first blood culture yielding P. aerugi-
nosa, could be helpful to clinicians in discussing prognosis
with patients' families. Furthermore, these data can guide
future studies that further delineate the epidemiology of
nosocomial BSI, including efforts to determine which var-
iables may be associated with improved outcome among
patients with nosocomial BSI.
Competing interests
The author(s) declare that they have no competing inter-
ests.
Authors' contributions
ARM participated in the design of the study, collected the
data and performed the statistical analysis. GMLB partici-
pated in the design of the study and performed the statis-
tical analysis. RPW participated in the design of the study
and coordination. MBE conceived of the study, and partic-
ipated in its design and coordination. All authors read and
approved the final manuscript.
Acknowledgements
Dr. Marra was supported by a scholarship from CAPES – Coordenação de 
Aperfeiçoamento de Pessoal de Nível Superior, Brasilia, Brazil.
References
1. Wisplinghoff H, Seifert H, Coimbra M, Wenzel RP, Edmond MB: Sys-
temic inflammatory response syndrome in adult patients
with nosocomial bloodstream infection due to Staphylococ-
cus aureus.  Clin Infect Dis 2001, 33(5):733-736.
2. Blot SI, Vandewoude KH, Colardyn FA: Clinical impact of nosoco-
mial Klebsiella bacteremia in critically ill patients.  Eur J Clin
Microbiol Infect Dis 2002, 21(6):471-473.
3. Kang CI, Kim SH, Park WB, Lee KD, Kim HB, Kim EC, Oh MD, Choe
KW: Bloodstream infections caused by antibiotic-resistant
gram-negativebacilli: risk factors for mortality and impact of
inappropriate initial antimicrobial therapy on outcome.  Anti-
microb Agents Chemother 2005, 49(2):760-766.
4. Knaus WA, Draper EA, Wagner DP, Zimmerman JE: APACHE II: a
severity of disease classification system.  Crit Care Med 1985,
13(10):818-829.
5. Rello J, Jubert P, Valles J, Artigas A, Rue M, Niederman MS: Evalua-
tion of outcome for intubated patients with pneumonia due
to Pseudomonas aeruginosa.  Clin Infect Dis 1996, 23(5):973-978.
6. Le Gall JR, Lemeshow S, Saulnier F: A new Simplified Acute Phys-
iology Score (SAPS II) based on a European/North Ameri-
can multicenter study.  JAMA 1993, 270(24):2957-2963.
7. Vincent JL, de Mendonca A, Cantraine F, Moreno R, Takala J, Suter
PM, Sprung CL, Colardyn F, Blecher S: Use of the SOFA score to
assess the incidence of organ dysfunction/failure in intensive
care units: results of a multicenter, prospective study. Work-
ing group on "sepsis-related problems" of the European
Society of Intensive Care Medicine.  Crit Care Med 1998,
26(11):1793-1800.
8. Dupont H, Mentec H, Sollet JP, Bleichner G: Impact of appropri-
ateness of initial antibiotic therapy on the outcome of venti-
lator-associated pneumonia.  Intensive Care Med 2001,
27(2):355-362.
9. Rijnders BJ, Peetermans WE, Verwaest C, Wilmer A, Van Wijngaer-
den E: Watchful waiting versus immediate catheter removal
in ICU patients with suspected catheter-related infection: a
randomized trial.  Intensive Care Med 2004, 30(6):1073-1080.
10. Kang CI, Kim SH, Kim HB, Park SW, Choe YJ, Oh MD, Kim EC, Choe
KW: Pseudomonas aeruginosa bacteremia: risk factors for
mortality and influence of delayed receipt of effective anti-
microbial therapy on clinical outcome.  Clin Infect Dis 2003,
37(6):745-751.
11. Cao B, Wang H, Sun H, Zhu Y, Chen M: Risk factors and clinical
outcomes of nosocomial multi-drug resistant Pseudomonas
aeruginosa infections.  J Hosp Infect 2004, 57(2):112-118.
12. Wisplinghoff H, Bischoff T, Tallent SM, Seifert H, Wenzel RP, Edmond
MB: Nosocomial bloodstream infections in US hospitals:
analysis of 24,179 cases from a prospective nationwide sur-
veillance study.  Clin Infect Dis 2004, 39(3):309-317.
13. Ibrahim EH, Sherman G, Ward S, Fraser VJ, Kollef MH: The influ-
ence of inadequate antimicrobial treatment of bloodstream
infections on patient outcomes in the ICU setting.  Chest 2000,
118(1):9-11.
14. O'Grady NP, Alexander M, Dellinger EP, Gerberding JL, Heard SO,
Maki DG, Masur H, McCormick RD, Mermel LA, Pearson ML, Raad
II, Randolph A, Weinstein RA: Healthcare Infection Control
Practices Advisory Committee. Guidelines for the preven-
tion of intravascular catheter-related infections.  Infect Control
Hosp Epidemiol 2002, 23(12):759-769.
15. Rivers E, Nguyen B, Havstad S, Ressler J, Muzzin A, Knoblich B, Peter-
son E, Tomlanovich M, the Early Goal-Directed Therapy Collabora-
tive Group: Early goal-directed therapy in the treatment of
severe sepsis and septic shock.  N Engl J Med 2001,
345(19):1368-1377.
16. Annane D, Bellissant E, Cavaillon JM: Septic shock.  Lancet 2005,
365(9453):63-78.
17. Chen YC, Tsai MH, Ho YP, Hsu CW, Lin HH, Fang JT, Huang CC,
Chen PC: Comparison of the severity of illness scoring sys-
tems for critically ill cirrhotic patients with renal failure.  Clin
Nephrol 2004, 61(2):111-118.
Pre-publication history
The pre-publication history for this paper can be accessed
here:
Publish with BioMed Central   and  every 
scientist can read your work free of charge
"BioMed Central will be the most significant development for 
disseminating the results of biomedical research in our lifetime."
Sir Paul Nurse, Cancer Research UK
Your research papers will be:
available free of charge to the entire biomedical community
peer reviewed and published immediately upon acceptance
cited in PubMed and archived on PubMed Central 
yours — you keep the copyright
Submit your manuscript here:
http://www.biomedcentral.com/info/publishing_adv.asp
BioMedcentral
BMC Infectious Diseases 2006, 6:132 http://www.biomedcentral.com/1471-2334/6/132
Page 6 of 6
(page number not for citation purposes)
http://www.biomedcentral.com/1471-2334/6/132/pre
pub
